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MOLECULAR BRAIN RESEARCH, ( ***15 AUG 2002*** ) Vol. 
104, NO. 2, pp. 159-169. 
ISSN: 0169-328X. 

ELSEVIER SCIENCE BV, PO BOX 211, 1000 AE AMSTERDAM, 
NETHERLANDS. 

Article; Journal 
English 
54 

Entered STN : 8 Nov 2002 
Last Updated on STN : 8 Nov 2002 
*ABSTRACT IS AVAILABLE IN THE ALL AND IALL FORMATS* 

Although the contribution of cyclooxygenase-2 (COX-2) to peripheral 
***inflammation*** is well documented, little is known about its role in 
***brain*** ***inflammation*** . For this purpose we studied COX-2 
expression in the mouse ***brain*** following ionizing radiation in 
vivo, as well as in murine glial cell cultures in vitro. The possible 
role of COX-2 in modulating ***brain*** ***inflammation*** was 
examined utilizing NS-398, a COX-2 selective inhibitor. Our results 
indicate that COX-2 is significantly induced in astrocyte and microglial 
cultures by radiation injury as well as in ***brain*** . increased 
levels of prostaglandin E-2 in irradiated ***brain*** were reduced by 
NS-398. Moreover, NS-398 administration significantly attenuated levels 
of induction for the majority of inflammatory mediators examined, 
including TNFalpha, IL-Ibeta, IL-6, iNOS, ICAM-1, and MMP-9. In contrast, 
the chemokines MIP-2 and mcp-1 showed enhanced levels of induction 
following NS-398 administration. These results indicate that COX-2 
modulates the inflammatory response in ***brain*** following radiation 
injury, and suggest the use of COX-2 selective inhibitors for the 
management of CNS ***inflammation*** . (C) 2002 Elsevier Science B.v. 
All rights reserved. 
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RADIOTHERAPY AND ONCOLOGY, ( ***MAY 2001*** ) Vol. 59, 
NO. 2, pp. 203-212. 
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*ABSTRACT IS AVAILABLE IN THE ALL AND IALL FORMATS* 

Background and purpose: Ionizing radiation is known to activate 
certain signal transduction pathways, the regulation of which could 
involve post-transcriptional as well as transcriptional mechanisms. One 
of the most important post-transcriptional pathways in eukaryotic cells is 
the ATP- and ubiquitin-dependent degradation of proteins by the 26s 
proteasome. This process controls initiation of many cellular stress 
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responses, as well as inflammatory responses under control of the 
transcription factor NF-kappaB. The literature on the relationship 
between radiation and ***infl animation*** seems somewhat paradoxical. 
At high doses, radiation is generally pro-inflammatory. On the other 
hand, low dose radiation has a long history of use in the treatment of 
inflammatory disease. This suggests the involvement of multiple 
mechanisms that may operate differentially at different dose levels. 

Materials and methods: in this paper, the ability of different doses 
of ionizing radiation to directly affect 26s proteasome activity was 
tested in ecv 304 cells. Proteasome activity, I kappaB alpha protein 
levels, and NF-kappaB activation were monitored. 

Results: inhibition of chymotrypsin-like 20s and 26s proteasome 
activity was observed immediately after low- and high-dose 

***i rradiation*** either of cells or purified proteasomes. The 
inhibitory effect was independent of the availability of the known 
endogenous proteasome inhibitor heat shock protein 90 (hsp90) . Levels of 
I kappaB alpha, a physiological 26s proteasome substrate, were increased 
only at low doses (0.25 Gy) and unaltered at higher doses whereas only the 
highest doses (8 and 20 Gy) activated NF-kappaB. 

Conclusions: we conclude that the proteasome is a direct target of 
ionizing radiation and suggest that inhibition of proteasome function 
provides a molecular framework within which low dose ***anti*** - 

***inflammatory*** effects of radiation, and radiation-induced molecular 
responses in general, should be considered. (C) 2001 Elsevier science 
Ireland Ltd. All rights reserved. 
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Radiation injury and inflammatory inhibition of 
neurogenesis 

Monje, Michelle Leigh [Ph.D.]; Palmer, Theo D. [advisor] 
Stanford university (0212) 

Dissertation Abstracts international, (2004) Vol. 65, No. 
4B, p. 1716. Order No.: AAI3128436. 104 pages. 
Dissertation 
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English 

Entered STN: 20041217 
Last. Updated on STN: 20041217 
In both pediatric and adult patients, cranial radiation therapy 
causes a debi litating cognitive decline that is poorly understood and 
currently untreatable. The radiation-induced deficit is characterized by 
hippocampal dysfunction and previous work has demonstrated a 
radiation-induced decrease in postnatal hippocampal neurogenesis . Thi s 
work shows that the deficit in neurogenesis reflects alterations in the 
microenvi ronment that regulates progenitor cell fate, as well as a defect 
in the proliferative capacity of the neural progenitor cell population. 
Not only is hippocampal neurogenesis ablated, but the remaining neural 
precursors adopt glial fates and transplants of non-irradiated neural 
precursor cells fail to differentiate into neurons in the irradiated 
hippocampus. The inhibition of neurogenesis is accompanied by marked 
alterations in the neurogenic microenvi ronment 
the microvascular angiogenesis associated with 
striking increase in the number and activation 
the neurogenic zone. 

***inflammation*** inhibits neurogenesis and causes dissociation 
of the neurovascular relationship. Activated microglia have a direct 
inhibitory effect on neurogenesis, due in part to the elaboration of 
pro-inflammatory cytokines such as interleukin-6. Inflammatory inhibition 
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of neurogenesis is due to both a specific block in neuronal 
differentiation and an overall increase in precursor cell death. The 
non-steroidal anti -inflammatory drug ***indomethacin*** reduces 
neuroinfl animation and partially restores neurogenesis following 

***i rradiation*** . Recruited peripheral monocytes/macrophages appear to 
play a key role. Mice deficient in the chemokine (monocyte chemoattractant. 
protein-1, MCP-1) responsible for monocyte/macrophage recruitment to 

***brain*** are completely resistant to the inhibition of neurogenesis 
that follows ***i rradiation*** . These findings provide clear and 
specific targets for therapeutic intervention. 
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Cranial radiation therapy causes a progressive decline in cognitive 
function that is linked to impaired neurogenesis, chronic 

***inflammation*** accompanies radiation injury, suggesting that 
inflammatory processes may contribute to neural stem cell dysfunction. 
Here, we show that neuroinfl animation alone inhibits neurogenesis and that 
inflammatory blockade with ***indomethacin*** , a common nonsteroidal 
anti -inflammatory drug, restores neurogenesis after endotoxin-induced 
***infl animation*** and augments neurogenesis after cranial 
***i rradiation*** . 
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^ABSTRACT IS AVAILABLE IN THE ALL AND IALL FORMATS* 

ab 1 Fructose-l,6-di phosphate (FDP) , a glycolytic metabolite, is 

reported to ameliorate ***infl animation*** and inhibit the nitric oxide, 
production in murine macrophages stimulated with endotoxin. It is also 
reported that FDP has cytoprotecti ve effects against hypoxia or 
ischaemia/reperfusion injury in ***brain*** and heart. However, 
underlying mechanisms of its various biological activities are not 
completely understood. 

2 in this study, we examined the effects of FDP on UVB-induced 
prostaglandin production in HaCaT keratinocytes. 

3 ultraviolet B (UVB, 280-320 nm) ***i rradiation*** (30 mD 
cm(-2)) increased prostaglandin E-2(PGE(2)) production, which was 
significantly decreased by FDP in a concentration dependent manner. 
NS-398, a cyclo-oxygenase-2 (COX-2) selective inhibitor completely 
inhibited UVB-induced PGE(2) production showing that COX-2 activity is 
responsible for the increase in PGE(2) production under our experimental 
conditions. 

4 UVB ***i rradiation*** increased total COX activity and COX;2 
mRNA in HaCaT keratinocytes, which were significantly blocked by FDP in a 
concentration dependent manner. 

5 N-acetyl cysteine (NAC) significantly attenuated UVB-induced PGE(2) 
production, COX activity and COX-2 mRNA expression indicating oxidative 
components might contribute to these events. 

6 FDP reduced UVB-induced increase in cellular reactive oxygen 
species (ROS) level although it did not show direct radical scavenging 
effect in the experiment using l,l-diphenyl-2picrylhydrazil (DPPH) . FDP 
preserved the cellular antioxidant capacity including catalase activity 
and GSH content after ***i rradiation*** . 

7 Our data obtained hitherto suggest that FDP may have a protective 
role in uvB-injured keratinocyte by attenuating PGE(2) production and 
COX-2 expression, which are possibly through blocking intracellular ROS 
accumulation. 
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Department of Neurosurgery, Johns Hopkins Hospital, 
Baltimore, MD, USA. 
CA-09574 (NCI) 
U01-CA52857 (NCI) 
Journal of neuro-oncology , 
No. 2, pp. 111-23. 
Journal code: 8309335. ISSN: 
Netherlands 

(CLINICAL TRIAL) 
(CLINICAL TRIAL, PHASE I) 

Journal; Article; (JOURNAL ARTICLE) 

(MULTICENTER STUDY) 

(RESEARCH SUPPORT, NON-U. S. GOV'T) 
(RESEARCH SUPPORT, U.S. GOV'T, P.H.S. 
English 

Priority Journals 
199610 

Entered STN: 6 Nov 1996 
Last Updated on STN: 6 Nov 1996 
Entered Medline: 24 Oct 1996 
The results of a multi -institutional phase I trial evaluating the safety 
of surgically implanted biodegradable 1, 3-bis(chloro-ethyl)-l-nitrosourea 
(BCNU) impregnated polymer as the initial therapy for malignant 

***brain*** ***tumors*** are reported. This is the first study 
locally delivered BCNU and standard external beam • ***radiation*** 
therapy (XRT) given concurrently. Twenty-two patients were treated at 
three nospitals. The entry criteria were: single unilateral tumor focus 
larger than 1 cm3; age over 18 years; Karnofsky Performance Score (KPS) of 
at least 60 h; and an intra-operati ve diagnosis of malignant glioma. 
Twenty-one of twenty-two patients had glioblastoma multiforme. After 
surgery, seven or eight BCNU-loaded polyanhydride polymer discs (7.7 mg 
BCNU each) were placed in the resection cavity. Postoperatively, all 
patients received standard ***radiation*** therapy; none received 
additional chemotherapy in the first 6 months. Neurotoxicity, systemic 
toxicity, and survival were assessed, no perioperative mortality was 
seen. Neurotoxicity was equivalent to that occurring in other series of 
patients undergoing craniotomy and XRT without local chemotherapy. 
Systematically, no significant bone marrow suppression occurred, and there 
were no wound infections. Median survival in this group of older patients 
(mean age = 60) was 42 weeks, 8 patients survived 1 year, and 4 patients 
survived more than 18 months, interstitial chemotherapy with BCNU-polymer 
with subsequent ***radiation*** therapy appears to be safe as an 
initial therapy. Several long-term survivors in this group of older 
patients with predominantly glioblastoma suggests efficacy in some 
patients. Dose escalation and efficacy trials are planned to further 
evaluate interstitial chemotherapy for the initial treatment of malignant 
gliomas. 
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AB in four of eight cases of reticulum cell sarcoma with ocular involvement 
diagnosis was made by craniotomy when the signs of a ***brain*** 

***tumor*** developed. A fifth case had an isolated intraocular tumor. 
Of the other three, two were diagnosed by vitreous aspiration and one by 
cerebrospinal fluid cytology, ocular reticulum cell sarcoma frequently 
accompanies or precedes brain involvement. In this form of the disease 
the ocular lesion is usually a tumor cell infiltrate of the retina. The 
associated retinochoroiditi s leads to marked vitreous clouding and 
eventual retinal detachment and glaucoma may occur. On the other hand, 
when intraocular reticulum cell sarcoma occurs in association with the 
systemic lymph node visceral form of the disease, choroidal involvement is 
tne rule, vitreous aspiration may confirm the diagnosis at an early stage 
when clinical and laboratory evaluation reveal no disease outside the 
globe. The retinal tumor foci are radiosensitive and local 

***radiation*** , although not curative, may restore visual acuity, 
immunosuppressive therapy given in low doses for ***anti*** - 
***inflammatory*** effect may exacerbate the disease. 
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*ABSTRACT IS AVAILABLE IN THE ALL AND IALL FORMATS* 

AB Glucocorticosteroids (GC) play an important role in the treatment of 

neuro-oncologic patients. GC are used for the management of malignant 

***brain*** ***tumors*** , either primary of secondary, neoplastic 
epidural spinal cord compression (NESC) , as adjuvant chemotherapy of some 
central nervous system tumors and perioperati vely in brain surgery. GC 
are believed to exert their influence an ***brain*** ***tumors*** 
mainly by reducing the tumor-associated vasogenic edema, probably by 
decreasing the increased capillary permeability of the blood-brain barrier 
(BBB). Experimental as well as clinical studies applying computed 
tomography, magnetic resonance and pet have supported these theories. 
However, other mechanisms have been proposed and investigated, such as a 
reduction of cerebral blood flow and oncolytic effects, the fatter being 
controversial. The effect of GC is best observed in patients with 
cerebral metastases and gliomas, studies on the effect of non-steroidal 

***anti*** - ***inflammatory*** drugs (NSAIDs) gave conficting 
results. Although some prefer methyl prednisolone, dexamethasone is the GC 
given in the majority of neuro-oncologic patients, at an empirically 
chosen dosage of 4 mg qid. Dose-effect studies in patients with cerebral 
metastases as well as in patients suffering from NESC have been performed 
and lower doses in a twice daily regime may be sufficient, side-effects 
may be divided in three groups: those originating from the 
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mineralocorticoid activity, the withdrawal of the drug and the chronic 
excess GC administration. Steroid myopathy is the most frequent occurring 
serious side-effect in neuro-oncologic patients. Others include 
gastrointestinal perforation and hemorrhage, opportunistic infections, 
steroid diabetes, and skin and facial changes. The most important 
interaction is that with phehytoin. The influence of dexamethasone on the 
effects of chemotherapy and radiotherapy is also discussed. New 
developments in GC treatment include the local administration of 
dexamethasone. 

L12 ANSWER 4 OF 4 SCISEARCH COPYRIGHT (c) 2007 The Thomson Corporation on 

STN 

ACCESSION NUMBER: 1991:185275 SCISEARCH 
THE GENUINE ARTICLE: FC883 

TITLE: GRAVES OPHTHALMOPATHY - ROLE OF MR IMAGING IN 

***RADIATION*** -THERAPY 

author: just M (Reprint); KAHALY G; higer h p; ROSLER h p; KUTZNER 

J; BEYER J; THELEN M 

CORPORATE SOURCE: UNIV MAINZ KLINIKUM, INST KLIN STRAHLENKUNDE , 

LANGENBECKSTR 1, W-6500 MAINZ 1, GERMANY (Reprint); UNIV 
MAINZ KLINIKUM, MED 3 KLIN & POLIKLIN, W-6500 MAINZ 1, 
GERMANY; DEUTSCH KLIN DIAGNOST, WIESBADEN, GERMANY 

COUNTRY OF AUTHOR: GERMANY 
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PUBLISHER: RADIOLOGICAL SOC NORTH AMER, 20TH AND NORTHAMPTON STS, 

EASTON, PA 18042. 

DOCUMENT TYPE: Article; Journal 

FILE SEGMENT: LIFE; CLIN 

LANGUAGE: English 

REFERENCE COUNT: 19 

ENTRY DATE: Entered STN: 1994 

Last updated on STN: 1994 
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AB Twenty-three patients with Graves ophthalmopathy who underwent 

***radiation*** therapy were monitored by means of magnetic resonance 
(MR) imaging. T2 relaxation times of extraocular muscles and orbital fat, 
areas of extraocular muscles, and degree of exophthalmos were measured by 
means of MR imaging at the beginning, at the end, and 3 months after 
completion of ***radiation*** therapy. As a result, patients with 
primarily elevated T2 times of extraocular muscles showed a better therapy 
response regarding muscle thickening than patients with primarily normal 
T2 times. Elevated T2 times, which probably represent acute inflammatory 
changes, were markedly decreased at the end of therapy. Therefore, 
quantitative MR imaging favors the choice of ***anti*** - 

***inflammatory*** therapy regimens in patients with elevated T2 times 
of extraocular muscles. However, the clinical response (activity scores) 
to the low-dose treatment protocol that was used did not correlate well 
with primarily elevated T2 times. Furthermore, T2 times increased again 
after cessation of therapy, whether a higher ***radiation*** dose or 
a different fractionation scheme leads to better results must be clarified 
by means of further study. 
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***Radiation*** injury and inflammatory inhibition of 
neurogenesis 

Monje, Michelle Leigh [Ph.D.]; Palmer, Theo D. [advisor] 
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Dissertation Abstracts international, (2004) Vol. 65, No. 
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Dissertation 
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English 

Entered STN: 20041217 
Last updated on STN: 20041217 
In both pediatric and adult patients, cranial ***radiation*** 
therapy causes a debilitating cognitive decline that is poorly understood 
and currently untreatable. The ***radiation*** -induced deficit is 
characterized by hippocampal dysfunction and previous work has 
demonstrated a ***radiation*** -induced decrease in postnatal 
hippocampal neurogenesis. This work shows that the deficit in neurogenesis 
reflects alterations in the microenvi ronment that regulates progenitor 
cell fate, as well as a defect in the proliferative capacity of the neural 

Erogenitor cell population. Not only is hippocampal neurogenesis ablated, 
ut the remaining neural precursors adopt glial fates and transplants of 
non-irradiated neural precursor cells fail to differentiate into neurons 
in the irradiated hippocampus. The inhibition of neurogenesis is 
accompanied by marked alterations in the neurogenic microenvi ronment that 
include disruption of the microvascular angiogenesis associated with adult 
neurogenesis and a striking increase in the number and activation status 
of microglia within the neurogenic zone. 

inflammation inhibits neurogenesis and causes dissociation of the 
neurovascular relationship. Activated microglia have a direct inhibitory 
effect on neurogenesis, due in part to the elaboration of pro-inflammatory 
cytokines such as interleukin-6. inflammatory inhibition of neurogenesis 
is due to both a specific block in neuronal differentiation and an overall 
increase in precursor cell death. The non-steroidal ***anti*** - 

***inflammatory*** drug indomethacin reduces ***neuroinfl animation*** 
and partially restores neurogenesis following irradiation. Recruited 
peripheral monocytes/macrophages appear to play a key role. Mice deficient 
in the chemokine (monocyte chemoattractant protein-1, MCP-1) responsible 
for monocyte/macrophage recruitment to brain are completely resistant to 
the inhibition of neurogenesis that follows irradiation. These findings 
provide clear and specific targets for therapeutic intervention. 
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